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1. Receptors for the inhibitory neurotransmitter GABA are currently classified pharmacologically into two major subtypes. 2. GABAA receptors are antagonized by the convulsant alkaloid bicuculline, and are insensitive to activation by the GABA analogue baclofen. GABAB receptors are insensitive to bicuculline and activated stereoselectively by baclofen. 3. There is increasing evidence for 'novel' GABA receptors that pharmacologically fall outside that defined by the GABAA/B classification. 4. GABA receptors insensitive to both baclofen and bicuculline have been described in the spinal cord, optic tectum, retina, cerebellum and hippocampus. In addition such novel GABA receptors may be widespread in insects and bacteria. These novel receptors have been given a variety of descriptions: GABAC, GABANANB (non-A, non-B) and GABA rho (cloned from retina). 5. cis-4-Aminocrotonic acid (CACA), a structural analogue of GABA in a folded conformation, is considered to be a selective agonist of the putative GABAC receptors. Tritiated CACA binds to cerebellar membranes in a GABA-sensitive, baclofen-insensitive manner. It can be displaced only by relatively high concentrations of bicuculline. 6. Autoradiographic studies show pronounced differences in regional distribution between the binding of CACA, the GABAA agonist muscimol and the GABAB agonist baclofen. 7. Novel GABA receptors may represent important new pharmacological targets.